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AB The compatibility of doxorubicin hydrochloride liposome 

injection with selected other drugs during simulated Y-site administration 
was studied. Five milliliters of doxorubicin hydrochloride 
liposome injection 0.4 mg/mL in 5% dextrose injection was combined 
with 5 mL of each of 82 other drugs in 5% dextrose injection or, if 
necessary to avoid incompatibilities with the diluent, 0.9% sodium 
chloride injection. The combinations were examd. with the unaided eye in 
fluorescent light and in high-intensity monodirectional light to enhance 
visualization of small particles and low-level turbidity. The turbidity 
of each combination was measured as well. Particle sizing and counting 
were performed on selected combinations. Evaluations were performed 
initially and at one and four hours. All combinations were stored at room 
temp, (.apprx.23 . degree. C). Most of the test drugs were compatible with 
doxorubicin hydrochloride liposome injection during the 

four-hour observation period. However, practitioners should be cautious 

in administering any drug simultaneously with doxorubicin hydrochloride 

liposome injection until the integrity of the liposomes 

can be verified. Eighteen drugs exhibited unacceptable increases or 

decreases in measured turbidity or particulate formation within four 

hours. During simulated Y-site administration, doxorubicin hydrochloride 

0.4 mg/mL (as the liposomal injection) in 5% dextrose injection 

was compatible with 64 of 82 other drugs for four hours at .apprx.23 

.degree. C and was incompatible with 18 of the test drugs. 
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AB Novel burst-free, sustained release biocompatible and biodegradable 
microcapsules are disclosed which can be programmed to release their 
active core for variable durations ranging from 1-100 days in an aq. 
physiol . environment. The microcapsules are comprised of a core of 
polypeptide or other biol . active agent encapsulated in a matrix of 
poly (lactide/glycolide) copolymer, which may contain a 

pharmaceutically acceptable adjuvant, as a blend of upcapped free carboxyl 
end group and end-capped forms ranging in ratios from 100/0 to 1/99. 
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A new pharmaceutical prepn. to improve the oral bioavailability of 
dif f icult-to-absorb drugs comprising capsules or tablets coated with 
enteric material contg. a freeze-dried or evapd. liposome powder 
incorporating a drug of Pharmacol, benefit. A mixt. of 800 mg cholesterol 
and 800 mg hydrogenated lecithin was added to 1.25 g nimesulide (I) and 
heated at 60. degree, to obtain a suspension of liposomes 
incorporating I. The resulting liposome suspension was frozen 
and freeze-dried to obtain a freeze-dried prepn. which was placed in hard 
gelatin capsules (114 mg in each capsule) . The resulting capsules were 
coated with Eudragit L by repeated immersion in a soln. of enteric 
polymer in isopropanol and subsequent drying in a current of air. 
The blood level of I in volunteers after 5 h was 7.31 as compared with 
2.6 9 .mu.g/mL. 
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AB Novel burst-free, sustained-release biocompatible and biodegradable 

microcapsules which can be programmed to release their active core for 
variable durations ranging from 1-100 days in an aq. physiol. environment 
are disclosed. The microcapsules are comprised of a core of polypeptide 
or other biol . active agent encapsulated in a matrix of 
poly (lactide/glycolide) copolymer, which may contain a 

pharmaceutically-acceptable adjuvant, as a blend of upcapped free carboxyl 
end group and end-capped forms ranging in ratios from 100/0 to 1/99. 
Ampicillin microcapsules effectively prevented infection in 73% of rats 
whose wound were inoculated with ampicillin-resistant strains of 
Staphilococcus aureus, while systemic ampicillin failed in 100% of 
animals . 
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AB The present invention provides compns . and methods for increasing 

absorption of poorly absorbable antibiotics, particularly third 

generation cephalosporin antibiotics, in oral dosage 

solid and/or suspension forms. Specifically, the compn. is comprised of a 

biopolymer that is preferably swellable and/or mucoadhesive, a 

poorly absorbable antibiotic, and a cat ionic binding agent 

contained within the biopolymer such that the binding agent is 

tonically bound or complexed to at least 1 member selected from the group 

consisting of the biopolymer and the antibiotic- A 

cef triaxone-carrageenan-calcium complex was 

prepd. by the treatment of the antibiotic with calcium 




and carrageenan. The plasma drug concn. from the complex was 
greater than that obtained by administering the antibiotic in an 
uncomplexed state. 
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TI The possibility of clinical use of oral formulation of Ceftriaxone 

, the third generation cephalosporin- 
AU Lee, J. (1); Kim, S. ; Choi, S. 

CS (1) University of Utah, Salt Lake City, UT USA 

SO Abstracts of the General Meeting of the American Society for Microbiology, 
(2001) Vol. 101, pp. 31. http://www.asmusa.org/mtgsrc/generalmeeting.htm. 
print . 
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AB Background: In order to evaluate the possibility of oral administration of 
Ceftriaxone (CTX) which is a poorly absorbed broad -spectrum third 
generation cephalosporin through the intestinal membrane, we 
prepared various oral formulations of CTX by combining CTX with 
mucoadhesive polymers using metal ion as binding agent. 

Mucoadhesive polymers that bind to the gastric mucin or epithelial cell 
surface are useful in drug delivery for the purpose of (a) retaining 
dosage forms in the GI tract and (b) increasing the intimacy and duration 
of contact of drug with the absorbing membrane. The bioavailability of 
oral formulations of CTX was investigated from each formulation. Method: 
Various oral formulations of CTX with mucoadhesive polymer were 
prepared by changing the ratio of polymer and calcium 
ion. Carrageenan (CG) and pectin (PT) was employed as 

mucoadhesive polymers. The formulations (40mg CTX equivalents/kg) were 
administered into the duodenum of male Sprague-Dawley rats (n=5) in order 
to bypass the stomach with capmul . Blood samples were taken at 
predetermined time intervals and CTX was bioassayed and analyzed by HPLC. 
Result: The i.v. and i.d. blood data were analyzed by Pharsight Winnonlin 
ver 3.0. In case of using CG, the bioavailability (%BA) value of 
CTX1-Ca0.2-CG4, CTX1-Ca0.5-CG4, CTX1-Cal-CG4 and CTX1CG4 was 36.9, 6.1, 0, 
and 10.0%, respectively. In case of using PT, CTXl-CaO . 2 -PT4 , 
CTX1-Ca0.4-PT4, CTXl-CaO .2 -PT8, and CTX1PT4 was 40.6, 24.2, 13.8, and 
29.9%, respectively. Bioavailability of the i.d. CTX (control) was 9.4%. 
Enhancing ratio was calculated from AUC for CTXl-CaO . 2 -CG4 , CTXl-CaO . 2 -PT4 
which were the best oral formulations of CTX against i.d. CTX. Value was 
3.92; and 4.32, respectively. Conclusion: As with in vivo result, 
CTXl-CaO . 2 -CG4 and CTXl-CaO . 2 -PT4 significantly improved gastrointestinal 
absorption of CTX. Therefore these oral formulations of CTX are promising 
candidates for clinical use of CTX and other third generation 
cephalosporins 
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AB Cephalosporin acremonium ATCC 48272 cells were immobilized on various 
adsorbents and in various entrapment matrixes. The influence of the 
incubation period, the best immobilization technique and the optimum 
concns . of the selected matrixes were investigated. From the results of 
the repeated batch fermn. in shake flasks, a good level of 
antibiotic was maintained for a period of about 19 days using 4% 
calcium alginate and 1% glass wool as entrapment and adsorbent 
supports, resp. 
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AB The title dispenser, such as a capsule, has a perforated wall and contains 
an active ingredient, a material m. at body temp, and an 

osmotically-active sol. compd. The chamber of a capsule contained a mass 

made of tetracycline-HCl 1000, polyethylene glycol 600 650, 

polyethylene glycol 1000 335, sorbitan monostearate 1.2, and 

2 , 6-di-tert-butylcresol 0.02 mg, as well as a NaCl tablet placed on top of 

the mass. The wall was made of 90% cellulose acetate butyrate and 10% 

polyethylene glycol 400. 
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AB The present invention relates to high alc.-contg. antimicrobial 

compns . with improved stability of appearance and with methods of 
producing the same. An antimicrobial compn. comprises at least 
.apprx.50% vol. /vol. ale, an effective amt . of a hydrophilic oil, an 
effective amt. of a cationic antimicrobial compd. , and 
an effective amt. of a metal oxide, e.g., titanium dioxide and 
zinc oxide. The compn. further comprises effective amts. of 
humectants, phospholipids, and surfactants. A cationic 
antimicrobial compds . are selected from the group consisting of 
benzalkonium chloride, Me benzethonium chloride, benzethonium chloride, 
cetrimonium chloride, cetylpyridium chloride, polyhexamethylene biguanide, 
and chlorhexidine gluconate. For example, an antimicrobial gel 
was prepd. contg. (by wt.%) water 26.24, EtOH 21.90, PrOH 26.8, glycerol 
5.0, propylene glycol 5.0, Plantaren 2000 3.60, Mackam CBS-50G 2.40, 
benzethonium chloride 1.0, Phospholipid CDM 1.50, PPG-40 diethylmonium 
chloride (Emcol CC-42) 1.20, hydroxypropyl cellulose 1.10, phenoxyethanol 
" 1.00, glyceryl laurate 1.00, cetrimonium chloride (Varisoft 300) 0.86, 
isolene 0.50, Lambent Quat AD 0.50, fragrance 0.15, cetylpyridinium 0.10, 
ZnO 0.10, and Silsoft PEDM 0.05. 
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AB A microsphere compn. for sustained release of therapeutic or diagnostic 

agents comprises (1) a carrier protein, (2) a water-sol. polymer 

, (3) a polyanionic polysaccharide as a first complexing agent, and (4) 

divalent metal cation (Ca and Mg) as a second 

complexing agent. The microspheres have a smooth surface that includes 
plurality of channel openings that are < 1000 ♦ ANG . in diam. Various 
drugs were encapsulated into microspheres. For example, microspheres 
contg. leuprolide acetate were prepd. using human serum albumin (HSA) , 
dextran sulfate, polyethylene glycol, and polyvinylpyrrolidone. 
The microspheres were composed of approx. 10% leuprolide acetate, 5 0% 
human serum albumin, 20% dextran sulfate and 2 0% polyethylene 
glycol /polyvinyl pyrrol idone . Similar particles were prepd. which also 
included zinc sulfate or caprylic acid, both of which retarded 
the release of protein and peptide from the microspheres. Also, 
rifampicin-contg. HSA microspheres were prepd. with HSA incorporation of 
74% and rifampicin incorporation into the particles of > 6.8%. The av. 
size of the particles was detd. to be 68 nm in diam. 
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